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TI Pyridines for treating injured mammalian nerve tissue 

IN Borgens, Richard B.; Shi, Riyi; Byrn, Stephen R.; Smith, Daniel T. 

PA Purdue Research Foundation, USA 
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AB 


The invention provides novel pyridines, 


pharmaceutical 


compns . comprising 



such pyridines, and the use of such compns. in treating injured mammalian 
nerve tissue, including but not limited to an injured spinal cord in one 
embodiment, the compds . , compns., and methods of the instant invention 
treat a mammalian nerve tissue injury by restoring action potential or 
nerve impulse conduction through a nerve tissue lesion. Significantly, in 
vivo application of compds. of the instant invention established, on the 
basis of SSEP testing, that the compds. provide longer lasting effects at 
lower concns. than comparable treatment with the known agent 
4-aminopyridine (4 AP) . 
IT 54287-92-2P 79546-31-9P 98400-69-2P 

RL: BSU (Biological study, unclassified); PAC (Pharmacological activity); 
PRP (Properties) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(pyridines for treating injured mammalian nerve tissue) 
RN 54287-92-2 CAPLUS 

CN Carbamic acid, 4-pyridinyl- , ethyl ester (9CI) (CA INDEX NAME) 




NH— C~ OEt 



RN 79546-31-9 CAPLUS 

CN Carbamic acid, 4-pyridinyl- , methyl ester (9CI) (CA INDEX NAME) 




NH— C- OMe 



RN 98400-69-2 CAPLUS 

CN Carbamic acid, 4-pyridinyl-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 




NH- C— OBu-t 



IT 125329-97-7P 260262-86-0P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(pyridines for treating injured mammalian nerve tissue) 

RN 125329-97-7 CAPLUS 

CN Carbamic acid, 4-pyridinyl-, dodecyl ester (9CI) (CA INDEX NAME) 




NH-C-O- (CH 2 ) H-Me 



RN 260262-86-0 CAPLUS 

CN Carbamic acid, 4-pyridinyl-, phenylmethyl ester (9CI) (CA INDEX NAME) 




Ph— CH 2 -0-C-NH 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 



(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(pyridines for treating injured mammalian nerve tissue) 
RN 117652-47-8 CAPLUS 

CN Carbamic acid, 4 -pyridinyl- , 1-methylethyl ester (9CI) (CA INDEX NAME) 



NH- C-OPr-i 
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TI Preparation of substituted 3H-quinazolin-4-ones and 2H- 

benzo [1, 2 , 4] thiadiazine-1 , 1 -dioxides as alpha 1A/B adrenergic receptor 
antagonists for treatment of urinary tract disorders, sexual dysfunction, 
or pain 

IN Becker, Cyrus Kephra; Caroon, Jon Marie; Melville, Chris Richard; Padilla, 

Fernando; Pfister, Juerg Roland; Zhang, Xiaoming 
PA F. Hoffmann-La Roche A.-G., Switz. 
SO PCT Int. Appl., 92 pp. 
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AB Title compds. I [wherein. X = C or N; Y = C; A = fused 5-6 membered 
(hetero) aromatic ring; Z = CO or S02 ; R = alkyl; Rl = H , alkyl , or 
(un) substituted aryl (alkyl) or arylaminocarbonyl ; R2 , R3, and R4 = 
independently H, alkyl, hydroxy (alkyl) , alkoxy (alkyl) , halo(alkyl), 
cyano (alkyl) , or (un) substituted cycloalkyl (alkyl ) , aryl (alkyl) , 
heterocyclyl (alkyl) , heteroaryl (alkyl) , amino (alkyl) , ureido, sulfamoyl, 
acyl, carbamoyl, etc.; or C2R2R3 = (un) substituted (hetero) aryl ; and 
isomers, pharmaceutically acceptable slats, or solvates thereof] were 
prepared as selective alpha- 1A/B adrenoceptor antagonists. For example, 
3-chloro-6 , 7-dimethoxy-2H-benzo [1,2,4] thiadiazine- 1 , 1 -dioxide and 
6 , 7-dimethoxy-l, 2 , 3 , 4 -tetrahydroisoquinoline were refluxed in 
methoxyethanol for 72 h to give II. In [3H] prazosin binding assays, the 
latter exhibited pKi values of 8.15, 8.79, and 7.18, resp., for binding 
toward alA, alB, and alD adrenoceptor transfected CH0-K1 
cells. Thus, I are useful for the treatment of urinary tract disorders 
and their symptoms, sexual dysfunction, or pain (no data) . In addition, the 
subtype selectivity of I is expected to reduce the incidence of 
dose-limiting side effects, such as cardiovascular and CNS 
effects . 

IT 98400-69-2, Pyridin-4 -ylcarbamic acid tert-butyl ester 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reactant; preparation of quinazolinones and benzothiadiazines as al 
adrenergic receptor antagonists for treatment of urinary tract 
disorders, sexual dysfunction,, or pain) 

RN 98400-69-2 CAPLUS 

CN Carbamic acid, 4 -pyridinyl- , 1 , 1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 




NH- C- OBu-t 



RE.CNT 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L5 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2006 ACS on STN 
AN 2000:475645 CAPLUS 
DN 133:104969 

TI Preparation of 2-oxoquinoline compounds used as immunosuppressive, 

anti- inflammatory, and anti -allergic agents 
IN Inaba, Takashi; Kaya, Tetsudo; Iwamura, Hiroyuki 
PA Japan Tobacco Inc . , Japan 
SO PCT Int. Appl., 116 pp. 
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AB Title compds. [I; R = H, CH3 ; X = COOCH3 , 4 -FC6H4 (CH2 ) 2NHCO, 

4-FC6H4 (CH2) 2NHCONHCH2, 4-FC6H4 ( CH2 ) 2NHCOOCH2 , 4 -HOC6H4CH2CONHCH2 , COOH, 
CH20H, (CH3)2NCH2, NH2CH2, 4 -NH2C6H4CH2NHCO, 4 -NH2C6H4 (CH2 ) 2NHCO ; Rl = H, 
OH, CH3(CH2)nO, HOOC(CH2)40, HO(CH2)50, CH3CO (CH2 ) 30; R2 = CH30, OH, 
CH3(CH2)40; R3 = H, CH3(CH2)nO; n = 1, 2, 3, 4; etc] and medicinally 
acceptable salts are prepared and are acting selectively on cannabinoid 
receptors, particularly peripheral ones, have little adverse effects on 
the CNS, and exhibit excellent immunosuppressive, 

anti -inflammatory and antiallergic activities. These compds. are useful 



as regulators against cannabinoid receptors (particularly peripheral 
cannabinoid receptors) , and serve as immunosuppressive, anti -inflammatory 
and antiallergic agents. Thus, the title compound II was prepared and tested. 
IT 282089-53-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of oxoquinoline compds . used as immunosuppressive, 
anti-inflammatory, and anti-allergic agents) 
RN 282089-53-6 CAPLUS 

CN Carbamic acid, 4 -pyridinyl- , (8-ethoxy-l, 2 -dihydro-7 -methoxy-2 -oxo-3 - 
quinolinyl) methyl ester (9CI) (CA INDEX NAME) 



OEt 




IT 283179-05-5P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation of oxoquinoline compds. used as immunosuppressive, 
anti -inflammatory, and anti-allergic agents) 
RN 283179-05-5 CAPLUS 

CN Carbamic acid, 4-pyridinyl- , ( 8 -butoxy-1, 2 -dihydro-7 -methoxy-2 -oxo-3 - 
quinolinyl) methyl ester (9CI) (CA INDEX NAME) 



OBu-n 
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TI Preparation of sphingosine derivatives as preventive or therapeutic 
remedies for cerebrovascular disorders 
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/ltd., Japan; Sagami Chemical Research Center 
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AB Title compds. [CnH2n+lCH: CHCHOHCH (NHR1) CH2YC ( : W) ZR2 ; Rl = H, (CH3) 3CCO, 
(CH3)2CHCO, BOC, COCH2NHBOC, COCH2NH2 , COCOOEt , COCOOH; R2 = H, OH, 
CH2CH2N(CH3)2, CH2COOH, 4-HOOCC6H4, heterocycle; W = O, S; Y = 0, NH; Z = 
NH, NCH3, NOH; n = an integer of 1 to 20] and pharmaceutically acceptable 
salts are prepared and biol . tested. Title derivs . and salts are useful as 
preventive or therapeutic drugs for cerebrovascular disorders such as 
cerebral hemorrhage and cerebral infarction; head injuries; senile 
dementia; degenerative diseases of cranial nerve such as 
Alzheimer disease and Parkinson disease; diabetes; obesity; 
arteriosclerosis; inflammatory diseases; immunol. diseases; cancers; 
kidney diseases; and heart diseases. 

IT 342649-82-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of sphingosine derivs. as preventive or therapeutic remedies 
for cerebrovascular disorders) 
RN 342649-82-5 CAPLUS 



CN Carbamic acid, 4 -pyridinyl - # (2S , 3R, 4E) -2 - [ (2 , 2 -dimethyl-1 - 

oxopropyl) amino] -3 -hydroxy-4 -octadecenyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 




t-Bu .NH 
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Preparation of 6 , 7 -asymmetrically disubstituted quinoxalinecarboxylic acid 
derivatives and addition salts thereof as selective antagonists of AMPA 
receptor 

Takano, Yasuo; Shiga, Futoshi; Takadoi, Masanori; Uchiki, Hideharu; Asano, 
Jun; Anraku, Tsuyoshi; Fukuchi, Kazunori; Uda, Junichiro; Ando, Naoki 
Kyorin Pharmaceutical Co., Ltd., Japan 
PCT Int. Appl., 293 pp. 
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AB Claimed and prepared are the disubstituted quinoxalinecarboxylic acid 
derivs . represented by formula [I; wherein Q is halogeno, optionally 
halogenated lower alkyl, Ar-P- (wherein Ar is Ph optionally substituted 
with one or more substituting groups, or naphthyl; and P is lower 
alkylene, lower alkenylene, lower alkynylene, oxygen or sulfur), etc.; R 
is nitro, trif luoromethyl , optionally substituted amino or a group of 
general formula NS (O) nNRlORll (wherein RIO and Rll represent H, optionally 
halo- substituted alkyl, cycloalkyl, aralkyl, Ph, or optionally fused 
heterocyclyl ; or NR10R11 forms a ring optionally containing 1 or 2 
heteroatoms; n is 1 or 2) ; Rl is aralkyl, Ph, naphthyl, a 5- or 6-membered 
heterocycle or a fused ring thereof (which may have one or more 
substituting groups on the aromatic ring or the heterocycle) , hydrogen, 
optionally halogenated lower alkyl or cycloalkyl; and R2 is hydroxyl, 
lower alkoxy or a group of general formula NR8R9 (wherein R8 and R9 are 
aralkyl, Ph, optionally fused heterocyclyl, H, optionally halo-substituted 
alkyl, or cycloalkyl; or NR8R9 forms a ring optionally containing 1 or 2 
heteroatoms) ] . Also claimed are antagonists of excitatory amino acid 
receptors comprising as the active ingredient 6,7-asym. disubstituted 
quinoxalinecarboxylic acid derivs. or addition salts thereof, particularly 
compds. exhibiting antagonism against AM PA receptors (non-NMDA receptor) ; 
and processes for the preparation of both. They are useful for the treatment 
of brain nerve cell disorders related to nerve cell 

death, so called excitotoxicity caused by excessive excitation of glutamic 
acid receptors. Thus, addition reaction of Et 7- (3- (aminomethyl) pyrrol-l-yl) - 
3 -oxo-1 , 2,3, 4 -tetrahydro-6- (trif luoromethyl) quinoxaline-2 -carboxylate 
hydrochloride with Et 3 -f luoro-4 -isocyanatobenzoate followed by 
2, 3-dichloro-5 , 6 -dicyanoquinone oxidation and saponification gave the title 
compound 

(II) . II in vitro showed the binding affinity to a synaptosome preparation 

from rat cerebral cortex with Ki of 11.8 nM. 
IT 221165-80-6P 221166-27-4P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 

BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of asym. disubstituted quinoxalinecarboxylic acid derivs. as 
selective antagonists of AM PA receptor for treatment of brain 
nerve cell disorders) 



RN 221165-80-6 CAPLUS 

CN 2-Quinoxalinecarboxylic acid, 3 , 4 -dihydro-3 -oxo-7 - [4 - [ [ [ (4 - 

pyridinylamino) carbonyl] oxy] methyl] - lH-imidazol - 1-yl] -6- (trif luoromethyl) 
, ethyl ester (9CI) (CA INDEX NAME) 




NH- C~ O- CH2 



N , C- OEt 
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CN 2-Quinoxalinecarboxylic acid, 3 , 4 -dihydro-3 -oxo-7- [4- [ [ [ (4- 

pyridinylamino) carbonyl] oxy] methyl] -lH-imidazol-1 -yl] -6- (trif luoromethyl ) 
(9CI) (CA INDEX NAME) 
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f j*| NH- C- 0- CH 2 
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TI Antiinflammatory 3- [2- [4- (substituted-benzamido) piperidino] ethyl] indoles 
IN Archibald, John L.; Jackson, John Lambert 
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Title cdmpds. with antiinflammatory activity and (or) cardiovascular and 
(sometimes) control nervous system activity, were prepared Thus, 
BzCl was added dropwise to an ice-cooled solution of 4 -aminopyridine in 
pyridine to yield 4 -benzamidopyridine . This (1.98 g) and 

3- (2-bromoethyl) indole (2.24g) in 15 ml absolute EtOH was refluxed 2 hr, to 

yield 4 -benzamido-1- [2 - (3 -indolyl) ethyl] pyridinium bromide (I) as the 

hydrate, m. 267-9° (EtOH-H20) . NaBH4 (6.0g) was added over 30 min 

to a stirred suspension of 2 . 0 g I in 100 ml MeOH and the mixture stirred 1 

hr to give 1.54 g 3 - [2 - (4 -benzamido- 1 , 2 , 5 , 6-tetrahydro- 1- 

pyridyl) ethyl] indole, m. 209-11° (MeOH). Similarly prepared were the 



following 3 - [2 - (R-substituted) -ethyl] indoles (R and m.p. given): 

3- benzamido-l, 2, 5, 6 -tetrahydro- 1 -pyridyl , 180-2° (MeCN) ; 

4 - benzyloxycarbonylamino- 1 ,2,5,6 - tetrahydro- 1 -pyridyl , 162 -4 0 
(EtOH) / 4- [4-chlorobenzamido] -1, 2 , 5, 6 -tetrahydro- 1 -pyridyl, 229-30° 
(EtOH-Me2SO) ; 4- [2 , 2 -diphenylacetamido] -1 , 2 , 5 , 6 -tetrahydro- 1 -pyridyl , 
197-8° (EtOH); 4 -benzylamino- 1 -pyridyl , 132-4° 

(C6H6-80-100 0 petroleum ether); 4-benzamido-l-piperidyl , 

208-10° (EtOH); and 3 -benzamido-1 -pyridyl , 135-40° (aqueous 

EtOH). Also prepared were the following 3 - [2 - [4 - (R-substituted) -1- 

piperidyl) ethyl] indole . (R and m.p. given): 4-chlorobenzamido, 

230-2° (EtOH); 4 -methoxybenzamido , (as the HC1 salt hydrate), 

284-6° (EtOH-H20) ; acetamido, 167-8° (EtOAc) ; amino, 

106-10° (aqueous MeCN) ; 3 -methoxybenzamido, 149-50° (MeCN) ; 

2 -methoxybenzamido, 152-4°; 3 , 4 , 5 -trimethoxybenzamido (hydrate) , 

105-8° (EtOHH20) ; indole - 3 -carboxamido , 242-4° (aqueous Me2CO) ; 

2 , 2 -diphenylacetamido, 160-2° (ag. EtOH); 2 -methylbenzamido, 

186-9° ; 3 -methylbenzamido, 172-4° ; 4 -methylbenzamido, 

200-2° ; 2-f urancarboxamido, 14 6-8° ; 2 -chlorobenzamido, 

163-4° ; 3 , 4-methylenedioxybenzamido, 189-90° ; 

2 - carboxybenzamido (hydrate) , 165-70° (EtOH-H20) ; 

3- trif luoromethylbenzamido, 186-8° ; 4 -phenylbenzamido (monohydrate) , 
271-2°; and 4 -phenylacetamido, 165-8°. Also prepared were the 
following 3 - [2 - (R-substituted-ethyl] -2 -methylindoles (R and m.p. given): 

4- benzamido-l-piperidyl, 209-11° (aqueous EtOH); 4- [4- 
methoxybenzyamido] -1-piperidyl (monohydrate) , 110-14° (EtOH) ; and 
4- (4-chlorobenzamido) -1-piperidyl (HC1 salt), 243-5° (EtOHEt20) . 

Also prepared were the following 3 - (R-substituted) - 1 -methyl indoles . (R and 

m.p. given): 2 - (4-benzamido-l-piperidyl) -ethyl , 178-9° (ag. EtOH) ; 

2- [4- (4-chlorobenzamido) -1-piperidyl] ethyl, 212-14°; 

2- [4- (-methylbenzamido) - 1-peperidyl] ethyl , 198-9°; and 

2- [4- (4 -methoxybenzamido) -1-piperidyl] ethyl, 198-9° . Also prepared 

were the following 3 - (R-substituted) -1-benzylindoles . (R and m.p. given): 

2- (4-benzamido-l-piperidyl) ethyl, 152-3° (aqueous EtOH) ; 

2- [4- (4-chlorobenzamido) -1-piperidyl] ethyl, 193-4°; and 

2- [4- (4 -methoxybenzamido) -1-piperidyl] ethyl, 191-2° . Also prepared 

were the following 3 - [2 - (R-substituted) -1-oxoethyl] indoles (R and m.p. 

given) : 4-benzamido-l-piperidyl, 204-6°; 4- (4-chlorobenzamido) -1- 

piperidyl, 231-3°; and 4 - (4 -methoxybenzamido) -1-piperidyl, 

227-9°; also prepared were: 3 - [2 - (4 -benzamido- 1-piperidyl) ethyl] -5- 

methoxy-2-methylindole, m. 180-1° (EtOAc) ; and 3 - [3 - (4 -benzamido-1- 

piperidyl) propyl] indole, m. 179-80° (aqueous EtOH). 

IT 26844-03-1P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of) 
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CN Pyridinium, 1- [2- (lH-indol-3-yl) ethyl] -4- [ [ (phenylmethoxy) carbonyl] amino] - 
, bromide (9CI) (CA INDEX NAME) 
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